Figure S1
Conformational space of cyclo-(Pro-Ser-leu-Asp-Val) captured in 1µs cMD simulation. (A) The cMD ensemble is color-coded according to the free energies and depicted as projection onto the first two eigenvectors of the aMD dihedral PCA. (B) Occupied ω torsional angles, the simulation is started in the cis state and does not exhibit any snapshots in the trans state.
Table S1
Applied boosting parameters for aMD simulation of each system. 
Figure S5
Comparison to bioactive conformation of cilengitide. The starting structure (red) and cluster representative c16 (orange) (see Figure 5 ) are superposed with the target-bound conformation of cilengitide. The RMSD to the bioactive conformation are 1.0 Å for the starting structure and 0.6 Å for the cluster representative from the aMD simulation. Figure S6 Conformational space of cyclo-(Arg-Arg-Trp-Trp-Arg-Phe). The aMD ensemble is color-coded according to the reweighted free energies and depicted as projection onto the first two PCA eigenvectors.
Table S4
Sum of dihedral entropies. The entropy is calculated for each backbone dihedral and summed up to quantify and compare the global flexibility of the studied peptidic macrocycles. Error estimations derive from block averaging using a block size of 50,000 frames Table S5 Dihedral angles of the cyclo-(Arg-Arg-Trp-Trp-Arg-Phe cluster representatives as depicted in Figure 11 . Figure S8 Θ dihedral distributions of the cis and trans states of cyclo-(Pro-Ser-leu-Asp-Val).
Cluster-ID
(Θ = |ϕ-60°| for L-and Θ = |ϕ+60°| for D-amino acids) . The aMD ensemble captures the overall trends as implicated by 3 J αNH coupling constants. Θ(Val-5) and Θ(leu-3) of the cis component is shifting towards smaller angles compared to the trans state. While the sampled Θ(Asp-4) are larger in the cis state than in the trans state. The distribution of Θ(Ser-2) is broader in the cis state and slightly shifted towards higher angles. The difference in 3 J αNH is small (0.5 Hz) but implies a tendency for larger angles in the trans state, which we do not observe.
